genes. Thus, expression of EGL-1 in HSNs is normally repressed by TRA-1A in hermaphrodites, but not in males. The egl-1 gf mutation does not cause inappropri-
Mammalian Cells
We believe that these opposing views can be reconciled. protein(s) (Figure 2) .
Activation of the Cell Death Effector Machinery
The available data do not discriminate between the possibility that the release of apoptogenic factors from mitoby BH3-Only Proteins It appears that somatic cells in C. elegans have only a chondria is the essential initiating event in apoptosis, or that this serves as an amplification process within single protein belonging to each class of critical cell death regulators: the BH3-only protein EGL-1, the antithe caspase cascade. It is noteworthy that physiological death stimuli potently antagonized by Bcl-2 or Bcl-x L , apoptotic Bcl-2 homolog CED-9, the caspase CED-3, and its adapter CED-4. In cells destined to survive, such as serum deprivation in embryonic stem cells, occur normally in the absence of Apaf-1 (Haraguchi et al., CED-9 binds directly to the adaptor CED-4 and prevents it from activating the CED-3 caspase. Programmed cell 2000). Similarly, cytochrome c deficiency affords fibroblasts only with a small degree of resistance (less than death is initiated when the BH3-only protein EGL-1 binds to and inactivates CED-9. This frees CED-4 from seques-2-fold) against serum withdrawal (Li et al., 2000) . If caspase-9, Apaf-1, and cytochrome c were the essential tration by CED-9, allowing CED-4 to translocate to the cytosolic aspect of the nuclear envelope. It is probably mediators of apoptosis, cells lacking these molecules should be as resistant to death stimuli as those overexat this location that CED-4 multimerizes CED-3 by homo-
